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754 A Pbfnid-bucd Vtcdac to Elidt A«touUbodks to Cfao- 
kstcryl Ester Transfer Protein (CETP) for the Prevention/ 
Treatncat of Atherosclerosis. U Thomas, MDPicard, SE 
Stenvrt, BCD Waite.AYUiu CWRiUcnhaux, and CL Pettey. 
T Cell Sciences, Inc.. Nccdharn, MA. 

A plasmid-based vaccine was created which consisted of 
a nucleotide sequence encoding two regions of rabbit 
cholcstcryl ester transfer p-otein (CETP) linked to a 
sequence encoding a tetanus toxoid fragment, in a sector 
where expression was driven by the CMV promoter/en- 
hancer. This vaccine was desigacd to induce the production 
of autoantibodies to CETP, a key element of cholesterol 
and triglyceride transport. We believe these autoantibodies 
will inhibit CETP activity, prevent the transfer of choles- 
terol from HDL to LDU and couid prevent/treat athero- 
sclerosis. 

Rabbits which were vaccinated intramuscularly with this 
plasmid-based vaccine showed a decrease in scrum choles- 
terol after vacciralion. Rabbits were put on a high cholev 
teritl diet to i.Kiuce the formation of atherosclerolic-likc 
lesiens. Vaccinated rabbits which produced antibodies to 
CETP had overall lesser aortic lesions, as compared to 
unvuecinated animals. Similar vaccines could possibly be] 
used in humans to offer long-lasting prevention or treatj 
ment of atherosclerosis. 



755 Reversal of Doxorubicto-iitdiK-rd Myelotuppmsion by 
CP-WI3I In Dogs, D.W. Mam, AU Cutaek C.F. hums, 
and EJ. Nutoli Piker Central Research Division, Groton, 
CT 063R4. 

CP-64131 js a novel immune stimulant w'th a variety of 
immunomodulatory activities. The compound is a 230 
molecular weight 2-aminobcnzazapinc derivative. Its im- 
mune stimu'ant properties were initially discovered in an 
empirical rat macrophage based CSF inducer/agonist 
screen, tt has direct proliferative effects in vitro on murine, 
bovine, porcine, and canine bone marrow. The bovine bone 
marrow proliferative activity is similar to the proliferative 
effects sven with bGM-CSF. The compound has also been 
shown to have direct effects in upregulating the cell surface 
expression of the adhesion molecule CD lib in both bovine 
and human PMN*s, and primes human neutrophils for 
fMLP triggered oxidative burst activity. When adminis- 
tered in vivo to caives or dogs by intravenous, intramuscu- 
lar, subcutaneous or most significantly an oral route, the 
compound induces dose dependent increases in serum 
G-CSF like activity, followed by a greater than 2 fold 
increase in numbers of circulating PMN's 24 hrs post 
administration. G-CSF has been used extensively as a 
therapeutic agent to reverse the my closures* ion follow- 
ing cytoreductive chemotherapy in cancer patients. We 
therefore tested whether CP-64131 induction of G-CSF 
like activity would have similar effects in reversing Doxo- 
rubicin induced myclosuppression in dogs. Treatment 
groups consisted of three dogs/group with Doxorubicin 
given at 1.5 mg/kg IV on day one, while Flunixin (NSAID) 
tt 3.0 mg/kg 1M and CP-64131 at 3.0 mg/kg SQ were given 
on days three and seven. Tlie results of two studies indicate 
that administration of CP-64131 did reduce the extent and 
duration of the myclosuppression after Doxorubicin ad- 
ministration. We believe this is proof of the concept that a 
compound such as CP-64131 which induces CSF produc- 
tion in vivo can effectively rcvorsc the myclosuppression 
that occurs H lowing cytorcductive chemotherapy. 



at 400 mg daily until study completion. The mean (±SE) 
level of ICAM-1 in all patients was 423 (± 13) ng/ml. The 
mean level of ICAM-1 decreased by 15.4% in Group 1, 
7.4% in Group 2 and 8.6% in Group 3. 80 of the 194 
patients were found to hrwe an initial elevated scrum 
ICAM-1 level (> 450 ug/ml) with a mean level of 590 
ng/ml In this subset, the mean level of ICAM-1 decreased 
by 24.2% in Group 1, 21.0% in Group 2 and 21.9% in 
Group 3. The largest decrease occurred between entry and 
week 6 compared with week 6 to week 24. Even though 
only 41% of patient* had elevated scrum ICAM-1 levels, 
there was a downward trend in levels for all patients. The 
decrease was most marked in the subset of patients with 
levels •> 450 ng/ml and in Group I with the highest initial 
dose of hydroxychloroquine. (Supported, in part, by Sanofi 
Winthrop, New York, NY) 



757 Restrictive TCRBV8S2 usagf in the cochlear ear lesion of 
EAE mice. KyungMi Kna - Chuan Cheng Nacksung 
AVm, and Tat June Yimj cniv. of Tennessee, Memphis, TN. 

It has been reported that dominant expression of 
TCRVB8S2 gene segment in the EAE mice. In the previ- 
ous study, we observed hearing loss in these EAE mice and 
tt TCRBV8 monoclonal antibody prevented this central 
nerve di:tcasc as well as hearing loss. In this study, we 
focused the usage of TCRBV8S2 gene segment in the 
cochlear car lesion of the EAE mice. The cochlear lesion 
was removed from EAE BIO. PL mice at the clinical score 
3, following the preparation of mPNA *nd cDNA. The 
results suggest that TCRBV8S2 gene only r t^bine to 
TCRBPSI and TCRBJ2S7 gene segments. Both 
TCRBJ2S1 and TCKBJ2S7 gene segments have been 
identified in the EAE mice. Only the TCRBD2SI has been 
observed in these TCR sequence. A enriched G, C inser- 
tion at the N regions between the V-D and D-J. More 
strictly, the results indicate that a length of 6 amino acids at 
the diversity region of these TCR sequence. These results 
suggest that a small subset of antigen specific TCR mi- 
grated and expanded at ihe cochlear lesion which leads to 
hearing loss. 
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756 Effect of Various Doses of Hydroxychloroquine on Circu- 
lating Adhesion Molecule ICAM-1 in Rheumatoid Arthri- 
tis (KA). KE Welch RR Rothtein, E Mainolfi, DD Smith, 
and HB Undsley. University of Kansas Medical Center, 
Kansas City, KS and Boch ringer Ingelheim, Ridge fie Id, 
CT. 

As part of a large multicenter trial for the treatment of 
active RA, scrum levels of soluble ICAM-1 were measured 
at study entry, week 6 and week 24. Levels were measured 
in 194 subjects by solid phase enzyme immunoassay. There 
were 3 groups of patients receiving hydroxychloroquine at 
doses of 1200 mg (Group 1), 800 mg (Groi^ 2) or 400 mg 
(Group 3) per day for 6 weeks, with all 3 groups continuing 



